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Guidance fdr’hidusti-y1 

This guidance represents the Food and Drug Admi&stration’s (FDA’s) curi$nt~thinki@g on this tbpic. It “.’ 
does not create or confer any rights for or on an!: person and dots not operate to bind FDA or t&e public. 
An alternative approach ntay be used if such approach shtisfies the requirements of the ap&a6le statutes 
and regulations. If you want to discuss an alternative approacl?, contact the FDA staff r&p&&& for 
implementing this ‘$uidan&e. ‘If-$% ‘caliriot id&t’tif$he ipFropri&e i%k %?~&il”‘$~ ~~pp&p&te 
number listed ol~~the title page of this gui;lance: 

I. INTRODUCTI,ON ‘(ii) * 

This guidance describes an approach to bro?der”we oS$e I$? gilidance Q~A(l”i2)~SfcrhiIiiy 
Testing of New Bt,l~ 1Ei~h.&wc&* &w’ i’i&‘@ is (her&&ei- referred to-as the parent guidance) and 
outlines the stability d&packa&f&- a new drug substance”or*d&g pro&t that is considered 
sufficient for a registration application in territdries in climatic zones II1 and IV‘(Gri;nm 1986,. 
Schumacher 1974). 

A. Background (1.2) 

The parent guidance describes the stability data package for the ICH tripartiteregio& (the 
European Union (EIJ), Japan, and the United ~~~t~~~~~~~~~~~e“~n‘di;matic z&es r &d Ii. The 
parent guidance can 1% folio&d ;io &‘nerate,$&ility &$ta$iLk~g& fi;; re&&&& ~p~l&&ons 
in other countries or regions-in zones I and IT, ,For tkrr~tor& in clim&~l~~q~~ fiT a$ Iv, the data -* .~ ,..L .,.r_ ^, ,.m ‘. x. ** ,.“~,y#w,“* ?> 
package as described in the parent guidance can be considered applicable except f&certain 
storage conditions. An approadh f~t-‘classificat*idn~~“co~~~es $$$<di~g t6 climatic’&nes I, II, III, and Iv can be fbund. in .tl;e ‘,it;;‘,iure’(rji;z .[qis; ‘G;Ini;; .19&g. .)) _ 

: 



The World Health Organizatibn (u’HO]‘h&S publi~h~~‘a’~~iidel;nk”~~a~ility tkstini df 
pharmaceutical products contairii‘ng w& &tabiished dn.$, s;lb‘~t~~es’~~conventional dosage forlns)) (ho Tech,,ical Repoir:‘Series; Nd &..; .*$‘& 5)l”;‘“dd%$-h& ‘iii’;y’K%@%?& gqLdhirty-~ 

seventh meeting of the WHO Ex$ert‘Coni&ttee ‘6ti Sjj&ifi%i&Y?o’oi Ph<rti&$u%al .” - 
Preparations,” Geneva, 22-26 O&b,ef iOOi,, -The WI-@ &Xdelit?e describesstabilit~‘tes~i~g ’ * 
recommendations, in&ding storage conditions for all four climatic zones. 

._ _^ ., e/ * 
The stability testing recommendations in this guidance are based on the’parknt guidance a‘nd the wHo guideline: Tz l,ar;nb~sie GSi~~~hre”i~~~~~~~“st~~~~~ E6;;.+y$y& ;o;;;e’; nir a;‘d”lT,. iii; ^ I 

,’ r 
intermediate storage condition in’the gC77c7xrl ccr.re for zones 7’ aid II i;;‘ the park$‘g6%&e is _ 
changed to 30°C & 2”C/65% relative humidity~ (RH) f 3% I#. ‘This ‘c~nditibn’of~O’°C f 2oc,6s% RH + s% RH can.also & a ...;taJLa~eriitib; t;,~~io.~;r,i”~~~~~~‘~~‘~:~~~ ,+. _- .> ” . 

long-term storage condition for zones 1 &d IT. 

B. Scope of the Guidance (1.3) 

This document is an annex to the parent guidance and recommends the long-term storage 
condition for stability testing of a nkw drug substance or drtig p&duct for a registration 
application in territories in clitiaiic %es*Ti”i?md iv. “.‘ ‘.‘:* “” 

._‘S __ ~ ,( 

FDA’s guidance documerits, inCi$ing this guidance, &not-estab!,ish’,legaffy enforceablk 
responsibilities. Instead, guidances describe th’k Agency’s 6&-&t thinking on a top& and should 
be viewed only as recommendations, unles$ specific regulhtory or statutory requirements are 
cited. The use of the word .&0&7’iii A~enc~guida~ces’iiie~~s’that something is suggested or 
recommended, but not required. 

II. GUIDANCE (2) 

A. 
. _ ~‘., j ~ * ., ‘/I> ;_ j ./ .‘ )I 

Continuity With the P,?i-kiit ‘G~iicKike (2.1) 
~, i “P)” . .1 i ‘ ‘. x. -.^I ’ 

This guidance shoulcl be used in conjunction with the parent guid’ance and subsecjGe& 
published annexes (Q lB, QlC, QID, Q lE, Q%).“” The rec&nmendatio?s in the par’ent guidance \. ,,., . . .ii ,,‘/ -__ .;-. 
and annexes &ould be- follow&d ti&ss speci~e’~~~tteinatives are described withiti’th!i ‘&i’dance. 
The following sections o‘fthe parent guidance can l% ddnsidered c&nt&n to a$ %;ito~ in the 
world and are not reproduced here. 

* Stress testing 
* Selection of batches 
l Container closure system 
l Specification 
l Testing frequency 

“- l Storage conditions for dtig subs&&e or prbduct’ln”a’rkf;igerator ” ” _ 
l Storage conditions for drug substance 6; tjrb;auct”in”a‘ii.eezer 
l Stability commitment 

2 



e Evaluation 
0 Statements/labeling 

Storage Conditions (2.2) 

__,_;._.. ^, i . . . . . ., . . . ,,*I , ). .,. ,. 
For the JJUWQZ uw (as described in ‘the parent guldelme), the recommended 'i&&&~ and ^ 
accelerated storage conditions for climatic zones T1I and IV are shown Idow: 

Study 

Long-term 
Accelerated 

Storage condition ‘ covered by data at 
submission, 

30°C i 2"C/65% RH.2 S%RJ$ 12 months 
40°C * 2”C”/7.5% RH i~5% RH ~ : G months 

NO intermediate storage condition for stability studies is recommended for climatic~zones $11 and ‘- ’ 
IV. Therefore, the intermediate storage‘oon’ditioir‘is not relevant tilien the l%ncipled’ofiktest 
period or shelf life extrapolation described in the ICFlguidan&Q7Z? i3f;~~lrl;rfio;;‘c!fSI;;BiG~,Dnttc’ 
are applied. 

_(_ ;.., 

For aqueous-based drug products packaged ‘in’seiniperrne*a61e,c~;i~~i;~rs’~as’d~~~~i~ecil in^the 
parent guidance), the recommended long-term and accelerated storage conditions for climatic 
zones III and IV are shown.belo’% c ’ ” * I’ 

I ., .% ~ ,_ ~ 

. . ,  /““.. I , .  -1* , ,  _I ^ hi_ ,” ,‘,. ‘I .vs.  .  > .  

Minimum time period 
Study Storage condition covered by data at 

submission 
Long-term 30°C * 2"C/35% RH i.S% RM 12 months 
Accelerated 40°C * 2”C/not more than 25 “/o RH &-S% RI?. b 3, Y /* ,, ,*z 6 months 

As described in the parent guidance, an appropriate approach for deriving the water loss rate at the reference relati”e hunidity i’s to il;;;~~;ptj; ‘~~ew~~tt~l;j~~~,~a~~~~~~~~~~d’at gn alternative 
,._“__ ,j _.,,, ;i, 3, * 

relative humidity at the same temperature by a water loss rate‘ratio (see table below for 
examples). The ratio of water loss rates at a ‘given’ t&nyerature is calculated by the general formula‘ (lO.O’,ninus reference ~,,~j.r(‘i~~~~~i;,s~~~~kr;;r;tijk”X gq:. ‘i _ 



” ,,, I ).., ,. j, c * ^, “. 
Alternative relative Reference relative Ratio of water los s  rates at a 

humidity  humidity  giveu temperature 
65%  RH- 35% RH - 1.9 
75%  RH 25%  RH 3.0 

Valid water los s  rate ratios  at rel&ti~$liuitiidit$ cot-idition’s  othei‘than~‘~h’bse”shown”i~ ‘the tible 
above can be used. A linear water los s  rate at the alternative relative +!nidity  over (he &rage period should, be de,nbnstrated, ,- I’“. I_ *‘- I;> ““. ” ‘- I 

Special transportation and c limatic  conditions  outside the s torage conditions  recommended in 
this  guidance should be supported by additional data. ‘Foiex&ple, fh‘ese.d$?,&n’bk obtained 
from s tudies  on one batch of&-q produ(jt <onducf&d ~o;-‘ilF;-‘t~‘3”.~~~n”~hs’at’~~~i~~r;tiknt ’ .I ..,_‘*lI^” _,,,. _li ,,,. r-,vIj*“” i.,” ??;l_ /, ..J  i:i’ 
humidity  to cover extremely hot ana dry condttlons a&l”& 2S’“C/XO%~~ tb co~~~~xt’;~~~ly ‘*‘-“‘I ’ 
high humidity  conditiofis *(Gr imir; 1-98.5). _’ ’ + I”’ ” .’ ‘.’ . 

..,r- .,,‘. . 

Stability  tes ting at a high humidity  condition (e.g., 2S”‘C/80’%  ‘RHj i;‘s  ‘i-&o&knded:for so‘lid 
dosage forms in water-vapor permeable packaging (e .g., tablets  in PVC/aiu&i&-t 61is t&) ’ 1 /i /,_ ._,/ ip‘hm~ ‘i‘.‘*., , ..i‘ ; _(( 
intended to be marketed in territo?i& ‘with extremelyhigh ii&iai?$ conditions  111 zone Iv : 
However, for so lid dosage fortis  in primary containers designed to provide a ba&ie? tb water 
vapor (e.g., aluminum/aluminun ,blis ters), s tability  tes ting at a s torage condition of extremely 
high humidity  is  not cons idered $‘Cessz ir$ “’ - ” .’ I 

C. Additional Considerations  (213) 

If it cannot be demonstrated that the drug substance or drug’ pro&& $11 reinain within its  -, ,, a, C.,“. .;j;) “_ ., 
acceptance cr iteria when s tored at 30°C + 2”C/65 O /o Rfi,*~$‘~“~.~ti’f;i~ ihe duration of the proposed retest period or shelf.lifi, the f.ll‘;;;i;li;i~opt;ons  ~,~o~d*,~~c~i~i~~~~~~“~~~,‘g;-edtce$, j I 

retest period or shelf life, (2) a &or& prot&ive container c los&e iy s t&n,.or (3) additional 
cautionary s tatements in the labeling. 

_, ,_ -1 
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